Supplementary Information

Materials and Methods:
Extraction of genomic DNA. For genotyping of genetically manipulated mouse lines, DNA was extracted from tail biopsies as described previously [1] . 100 ng DNA was amplified using specific forward and reverse primers mentioned (STable 1). For genomic DNA extraction from pancreas, 80 mg of tissue powder were processed by the QIAGEN midi kit (QIAGEN).
Measurement of optical density at 260 and 280 nm (Nano Drop) served to determine DNA concentrations.
PCR and pyrosequencing. For pyrosequencing of K-Ras cancer-relevant sequences, amplification for codons 12/13 and 61 with the least surrounding genetic material was carried out by a PCR using 50 ng of pancreatic DNA in a 50 µl reaction volume containing 2 µl each of 10 µM forward and 5' biotinylated reverse primers, 0.8 µl of the 10 mM deoxynucleotide trisphosphate mix dATP, dTTP, dCTP, dGTP, 5 µl of the 10x RedTaq polymerase reaction buffer stock solution (Sigma-Aldrich), and 1 µl of RedTaq polymerase (5 U/µl) in a Peltier thermal cycler PTC200 (BiozymDiagnostik, Hess. Oldendorf/Germany). For PCR of other genes, unbiotinylated reverse primers were used. Primers are given in STable 1. According to , the PCR product was immobilized by addition of 30 µl aqua bidest to 10 µl of PCR product, onto which 40 µl of binding buffer/beads mix were added and then incubated for 5 min at 24°C at 14000 rpm. Next, primer annealing was performed in a pyrosequencing plate whereby 12 µl of 1X annealing buffer and 3 µl of sequencing primer (STable 1) were added. The plate was then placed onto a vacuum prep tool for 5-7 seconds in 70 % ethanol, in denaturation solution (sodium hydroxide), followed by washing buffer and then incubated for 2 min at 80°C. While the plate cooled, dATPs, dTTPs, dGTPs and dCTPs were diluted 1:2 in 1X TE buffer pH 8.0 and pipetted into the pyrosequencing nucleotide dispensing tips. They were then placed in the respective position in the dispensing tip holder, along with the substrates (adenosine 5'phosphosulfate and luciferin) and enzymes needed (DNA polymerase, ATP sulfurylase, luciferase and apyrase). The plate was then placed into the pyrosequencer and the program was run as recommended. 
Regulation of Actin Cytoskeleton
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